: Expression of cxcr3.2 and its paralogs cxcr3.1 and cxcr3.3 in FACS-sorted phagocytes at 6 dpf. Graphs represent the relative induction fold of the macrophage marker mpeg1 (A), the neutrophil marker mpx (B), and of the cxcr3 paralogs (C) in FACS-sorted macrophages and neutrophils from the combined transgenic line Tg(mpeg1:mcherryF/mpx:eGFP) at 6 dpf. Expression of cxcr3.2 and cxcr3.3 could be detected in both macrophages and neutrophils, while cxcr3.3 was not significantly enriched in the FACS-sorted populations when compared to the non-labeled cell fraction. Reference gene: eif5.
: Protein sequence multiple alignment of human and zebrafish CXCR3 chemokine receptors. Residue color from blue to yellow indicates increasing degree of amino acid conservation. The alignment and the tree were obtained using CLC main workbench 6.8.4 by Neighbour Joining Algorithm. Gap costs were given with a penalty score of 10 for each gap open, and an additional score of 1 per each extension; no cost was associated to end gaps. Extracellular (light green bars), Transmembrane (black bars), and Intracellular (light blue bars) domains were predicted with CLC main workbench 6.8.4. Ligand binding domains (dark green bars) and conserved residues or similar residues within the binding domains (black asterisks) were predicted according to Trotta et al., 2009 (Trotta et al., 2009 . The numbers at the tree nodes denote the bootstrap for 10000 replicates. Single alignment of the predicted zebrafish chemokine receptor proteins to the canonical isoform of CXCR3 (hsaCXCR3 isoform 1) were performed with clustalo algorithm (http://www. uniprot.org/align) and provided the following % of identity: dreCXCR3.1 (ENSDARG00000007358): 39.1%, dreCXCR3.2 (ENS-DARG00000041041): 35.7%, dreCXCR3.3 (ENSDARG00000070669) isoform 1: 29.8% and dreCXCR3.3 isoform 2: 29.6%. Embryos were locally injected into the hindbrain cavity at 30 hpf with 100 CFU of M. marinum and fixed at 1 and 3 hpi. Double fluorescent in situ hybridization was performed with mfap4 as a macrophage marker and mpx as a neutrophil marker (Zakrzewska et al., 2010) . The average number of mfap4-positive macrophages in the hindbrain at 1 or 3 hpi exceeds the average number of mpx-positive neutrophils approximately 10-fold and a significant difference between the time points was observed only for macrophages. Sample size (n): 17, 16. Error bars: median and interquartile range. ns, non-significant; **P<0.01. +/+ and cxcr3.2 -/-siblings (C) at 54 hpf and neutrophils accumulating in 3 hours within the otic vesicle were counted after Mpx activity staining. Neutrophil attraction by recombinant Cxcl8a (Il8) (B) was in agreement with previous reports (Deng et al., 2013) . Note that Cxcl11ae significantly recruited neutrophils in all zebrafish lines, while Cxcl11af (B), Cxcl11aa (C), and fMLP (C) did not exert significant neutrophil attraction above mock injections. Sample size (n) in B: 75, 77, 41, 62, 83 . Sample size (n) in C: 44, 32, 27, 26, 35, 44, 39, 32, 26, 26 . Error bars: median and interquartile range. ns, non-significant; **P<0.01; ***P<0.001.
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Movie S1. Macrophage basal motility in cxcr3.2 +/+ embryos. Paths of 5 representative macrophages of the trunk. Macrophages were followed contemporary for 3 hours and confocal time lapse images were taken every 6 minutes. The paths were followed and analyzed using Image J ManualTrack plugin. Movie S2. Macrophage basal motility in cxcr3.2 -/-embryos. Paths of 5 representative macrophages of the trunk. Macrophages were followed contemporary for 3 hours and confocal time lapse images were taken every 6 minutes. The paths were followed and analyzed using Image J ManualTrack plugin. +/+ fish. Furthermore, all nsSNPs, including the Cxcr3.1 E292K variant, were detected also in the AB/TL wt strain. Analysis using the PROVEAN software tool (Protein Variation Effect Analyzer, http://provean.jcvi.org) (Kumar et al, 2009; Choi et al., 2012) , predicts that the nsSNPs are unlikely to have an impact on the protein functionality. The threshold to score the possibility of protein non functionality was set to -4.1 (Choi et al., 2012) . Note: Amino acid notations for Cxcr3.3 are represented accordingly to their position in Cxcr3.3 splicing isoform 2. No additional amino acid replacements were specifically found in the splicing isoform 1. Table S2 . List of chemokines and chemokine receptors used in this work with accession codes and protein sequences. Red letters: amino acids at the splicing sites of the mRNA; blue letters: conserved CXC-chemokine motifs. Part in gray: active chemokine upon removal of the signal peptide Table S3 . List of q-RTPCR, amplification, and sequencing primers used in this work.
